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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the 
fee set forth in 37 CFR 1 .17(e), was filed in this application after final rejection. 
Since this application is eligible for continued examination under 37 CFR 1.114, 
and the fee set forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the 
previous Office action has been withdrawn pursuant to 37 CFR 1 .1 14. 
Applicant's submission filed on February 25, 2008 has been entered. 

Claims 1-139 are cancelled. 

Claims 140-153 are new. 

Withdrawn Rejections 

Double Patenting 

The rejection of claims 1, 5-8, 10, 12, 76, 80-83, 87, 137-139 as being 
rejected on the ground of nonstatutory obviousness-type double patenting over 
claim 1 of 10/315,907, now U.S. Patent 7,241 ,744 (744) (Draghia-Akli et al.), in 
view of babycenter [online], 2006 [retrieved on 2006-12-20]. Retrieved from the 
Internets URL: 

http://www.babycenter.com/refcap/pregnancy/pregcomplications/3073.html >, 
pages 1 -5, is withdrawn in light of Applicant cancelling the claims. 

The rejection of claims 1, 5-8, 10, 12, 13, 76, 80-83, 87, 88, 137-139 as 
being provisionally rejected on the ground of nonstatutory obviousness-type 
double patent as being unpatentable over claims 1 -4, 7, 9, 1 1 -1 5,18,1 9, 22, 44, 
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45, 48-51 , 56, 63, 69, 75 of copending application 1 0/764,81 8 in view of Kann et 
al., US Patent 5,061,690, Aihara et al., 1998, Nature Biotechnology, 16: 867-870, 
Simon US Patent 6,928,318 are withdrawn in light of Applicant cancelling the 
claims. 



New Rejections 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially 
created doctrine grounded in public policy (a policy reflected in the statute) so as 
to prevent the unjustified or improper timewise extension of the "right to exclude" 
granted by a patent and to prevent possible harassment by multiple assignees. 
A nonstatutory obviousness-type double patenting rejection is appropriate where 
the conflicting claims are not identical, but at least one examined application 
claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the 
reference claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. 
Cir. 1998); In re Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In 
re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 
619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 
1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 
1 .321(d) may be used to overcome an actual or provisional rejection based on a 
nonstatutory double patenting ground provided the conflicting application or 
patent either is shown to be commonly owned with this application, or claims an 
invention made as a result of activities undertaken within the scope of a joint 
research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may 
sign a terminal disclaimer. A terminal disclaimer signed by the assignee must 
fully comply with 37 CFR 3.73(b). 



Claims 1 40, 1 43-1 53 are newly rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 21-23 of 
Schwartz et al., U.S. Patent No. 6,423,693 ('693) previously cited, in view of 
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Aihara et al., 1998, Nature Biotechnology, 16: 867-870, previously cited, Kann et 
al. U.S. Patent 5,061,690 ('690), previously cited, Tsukamoto et al., 1995, Nature 
Genetics, 9: 243-248, Schwartz et al., US Patent 6,551,996 ('996), Li et al., 1999, 
Nature Biotechnology, 17, 1999, see IDS filed May 25, 2005, Gilbert et al., 1997, 
Biochimica et Biophysica Acta, 1334: 9-14, Hui et al., US Patent 5,789,213, 
patented August 4, 1998, Nabel et al., US Patent 5,910,488, patented June 8, 
1999. 

As discussed in the Office Action of December 28, 2006 (pages 4-7), 
claims 21-23 of Schwartz et al. ('693) are drawn to a method of transfecting a cell 
in vivo. The claimed method of electroporating a cell in vivo is obvious over the 
claims of '693. '693 teach that 100ug of pSK-GHRH plasmid was injected into 
the muscle of adult immunocompetent mice. GHRH protein was detected in the 
systemic circulation of mice. While '693 does not specifically teach 
electroporation, Aihara et al. teach that electroporation provides an efficient 
approach for muscle-targeted gene expression. As such, it would have been 
obvious for an artisan to apply the teaching of electroporation (Aihara et al.) to 
the method of introducing pSK-GHRH plasmid into muscle of mice as Aihara et 
al. teach that electroporation provides an efficient approach for muscle-targeted 
gene expression and an artisan would arrive at a predictable result of expressing 
the pSK-GHRH plasmid in muscle. With regard to introducing pSK-GHRH to 
pregnant mammals, '693 teaches that injecting pSK-GHRH in muscle can be 
carried out in pregnant mammals because '693 teaches that small amounts of 
GHRH are required to stimulate the production and secretion of GH (growth 
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hormone). One benefit of increasing GH in non-human mammals include 
increased milk production in dairy cows and goats. 

As such, given the combined teachings of '693 and Aihara et al., an 
artisan would have arrived at a method of improving weight gain and 
development in litters born to mammalian mothers treated with pSK-GHRH. 
Regardless of whether '693 or Aihara etal. realized that expressing pSK-GHRH 
in pregnant mammals resulted in litters that exhibited improved weight gain and 
development, the combined teachings of '693 and Aihara et al. meet the 
limitations of the steps listed in claim 1 40 and thus render the claim obvious. 

It is noted that Kann et al. was provided to illustrate that it was known at 
the time of filing that GHRH protein administered to pregnant ewes resulted in 
lambs that were heavier than lambs born from untreated mothers. Given that the 
recombinant GHRH in '693's treated mice was systemic, an artisan would 
reasonably predict that introduction of GHRH expression construct to pregnant 
mice would have the same effect as that Kann et al.'s GHRH protein-treated 
sheep. Kann et al. provides guidance that the litters born from pSK-GHRH 
treated mothers would exhibit improved weight gain and development. 

With regard to the limitation, "while said litter is free of exogenous nucleic 
acid sequence" (claim 140), it is noted that the claim has been interpreted that 
the litter does not comprise any of the transgene construct that was administered 
to the mother. To address this issue, Tsukamoto et al. teach that fetuses 
obtained from pregnant mice injected i.v. with naked expression plasmid did not 
exhibit any uptake of the plasmid, whereas fetuses obtained from pregnant mice 
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injected with lipopolyamine complexes containing plasmid did (Tsukamoto et al., 
page 243, 2 nd col., under "Gene transfer into fetuses"). Aihara et al. teach that 
intramuscular injection/electroporation is carried out by suspending the DNA 
expression construct in saline (Aihara et al., page 870, 1st col. under 
"Intramuscular DNA injection and electroporation"). As such, using Aihara et al.'s 
teaching, an artisan would arrive at mouse pups that do not take up nucleic acid 
that was injected into their mother. 

With regard to the limitation that SEQ ID NO. 8 be used (claims 143-144), 
US Patent 6,551,996 teach that SEQ ID NO. 1 is HV-GHRH ('996, col., 5, line 
39). When an expression construct comprising a nucleic acid sequence 
encoding HV-GHRH was injected into pigs, pigs that received the construct were 
37.8% heavier than placebo treated pigs. When an expression construct 
comprising a nucleic acid sequence encoding GHRH was injected into pigs, pigs 
were 21 .5% heavier than placebo controls ('996, Example 10). As such, because 
introduction of HV-GRHR into pigs results in more robust pigs, an artisan would 
have substituted GHRH taught in '693 with that of HV-GHRH. 

With regard to the limitation that the SPc5-12 promoter be used (claims 
145-146), Li et al. teach that the SPc5-12 promoter has a six-fold increased 
activity over the CMV promoter and a 10-fold greater activity that SK448. 
Following 2-4 weeks of intramuscular injection of plasmid, plasmids that 
comprised the SPc5-12 promoter had 3-4 higher activity than the skeletal alpha- 
actin 448 (SK448) promoter and 6-8-fold higher activity than the CMV promoter 
(Li et al., page 244, 1st col., 2nd parag. under Discussion to 2nd col., 1st parag.). 
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As such, because the SPc5-12 promoter expresses at higher levels and for a 
longer duration that the alpha-actin promoter used by '693 (see Example 2 of 
'693), an artisan would have substituted the alpha-actin promoter with that of 
SPc5-12. 

Because guidance is provided in the art for the substitution of GHRH and 
alpha-actin promoter with HV-GHRH and SPc5-12, the artisan would have 
arrived at the combination of the two in claim 147. 

With regard to the claims being drawn to amount of expression vector 
(claims 148-149) and electroporation conditions (claims 150-153), the amount 
and conditions are a matter of design choice and routine optimization. With 
regard to dosage of plasmid Nabel et al. teach that optimal dosage of plasmid is 
readily determined by using conventional empirical techniques (Nable et al., col., 
25, lines 38-39). With regard to the electrode being a six needle array, Gilbert et 
al. teach that there are different types of electrodes known at the time of filing. 
The electrodes can be parallel rectangular plates or two needles, or 6 needles 
arranged in a circle (Gilbert et al., page 9, 2 nd col., 1 st and 2 nd parags, see also 
Figure 1). As such, depending on the application, an artisan can decide what 
kind of electrode set-up is required for the electroporation. With regard to 
electroporation conditions, the number of pulses, voltage, and duration of pulses 
are a matter of routine optimization (see for example, Hui et al., US Patent 
5,789,213, col. 1, under Background of the Invention, specifically, col. 1, lines 35- 
39, 62-65). 
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Applicant's arguments filed February 25, 2008 have been fully considered 
but they are not persuasive. 

Applicant refers to section 21 12 of the MPEP and indicates that the 
present invention provides for treatment of pregnant mammals with an 
expression vector to yield a litter with improved physical traits, but absent the risk 
of the expression vector residing in the litter. Such method is not necessarily 
present in the prior art and thus is not inherently disclosed. The cited references 
fail to teach treatment of pregnant animals and Kann et al. (US Patent 5,061 ,690) 
only teaches administration of GRF protein (not nucleic acid) . Nothing in any of 
the cited references teaches treatment of pregnant mammals with an expression 
vector to yield a litter with improved physical traits, absent the risk of the 
expression vector residing in the litter (Applicant's emphasis, Applicant's 
response, page 5). 

In response, as discussed above, given the combined teachings of 
Schwartz et al. ('693) and Aihara et al., an artisan would have arrived at the 
claimed method. Regardless of whether '693 or Aihara et al. were aware or not 
that introducing pSK-GHRH to pregnant mice would result in mouse pups that 
exhibit improved weight gain and development, the mouse pups would have 
exhibited this characteristic because it is inherent to the method. With regard to 
Kann et al., as discussed above, Kann et al. was provided to illustrate that at the 
time of filing it was known that lambs born to pregnant ewes treated with growth 
hormone releasing hormone protein would result in heavier lambs. Because 
mice in '693's disclosure expressed recombinant growth hormone systemically, 



Application/Control Number: 10/021,403 
Art Unit: 1632 

an artisan would have inferred that the effect in sheep would occur in mice. 
Finally, with regard to the claims being drawn to offspring that do not comprise 
any exogenous transgene construct, Tsukamoto et al. teach that exogenous 
DNA is not found in mouse pups of mothers treated with naked DNA. When 
electroporation uses naked DNA, offspring in DNA-injected pregnant mammals 
treated with electroporation would not take up exogenous DNA. 

It is noted that Applicant has cancelled claims 1, 5-8, 10, 12, 13, 76, 80- 
83, 87, 88, 137-139; as such, the rejection as it applies to these claims are 
withdrawn . 

Claims 1 40, 141, 1 43-1 47 are newly rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over 
claims 1-4, 8-11, 15, 16 U.S. Patent 7,250,405 ('405) (Draghia-Akli et al.), 
previously cited, and Tsukamoto et al., 1995, Nature Genetics, 9: 243-248, 
Louisiana Veterinary Medical Association, Biology of the Rat [online], 2007 
[retrieved on 2007-03-28]. Retrieved from the Internets URL: 
http://www.lvma.org/rat.html>, pages 1-8. 

It is noted that Applicant has cancelled claims 1 , 5-8, 10,12,13, 76, 80- 
83, 87, 88, 137-139. Because the claims have been cancelled, the rejection as it 
applies to these claims is withdrawn . However, claims 1 40, 141, 1 43-1 47 are 
rejected for reasons of record, December 28, 2006 and August 24, 2007. To 
address the limitation that the mammalian litter is free of exogenous nucleic acid 
sequence, the Examiner includes Tsukamoto et al., 1995. 
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To briefly summarize the rejection at hand, the claims of Draghia-Akli et al. 
are to a method of elevating prolactin levels in an offspring from a non-human 
female mammals comprising electroporating a nucleic acid expression construct 
comprising a nucleic acid sequence encoding GHRH. While the focus of the 
instant Application is drawn to improving weight gain and development in a 
mammalian litter and the focus of Draghia-Akli et al. is a method of changing the 
pituitary lineage in an offspring of a female mammal and a method of elevating 
prolactin levels in an offspring, the method steps between the two applications 
are the same. While the instant specification is silent as to whether the treatment 
has any effect on the pituitary or prolactin levels of the offspring, the steps of 
treating the offspring are the same between the two sets of claims and thus, the 
one treatment simultaneously results in the three kinds of biological effects. 

As discussed above, Tsukamoto et al. teaches that mouse fetuses of 
mothers treated with naked DNA do not take up transgene construct. According 
to Draghia-Akli et al.'s specification, rats were injected with pSP-HV-GHRH in 
1 0Oul of PBS (Draghia-Akli et al., specification, Example 3). As such, the litter 
born to these treated rats would not have any exogenous nucleic acid. 

With regard to the limitation that the pregnant female is treated in the final 
third period of gestation (claim 141), Draghia-Akli et al. teach that female 
pregnant rats were treated on day 16 (Draghia-Akli et al., Example 3). According 
to the Louisiana Veterinary Medical Association, rats have an average gestation 
period of 22 days (see Louisiana Veterinary Medical Association printout, page 2, 
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3 rd bullet under Reproduction). As such, Draghia-Akli et al. meet the limitation of 
claim 141 . 

With regard to the use of SEQ ID NO. 8 and the PSc5-12 promoter (claims 
143-147), it is noted that Draghia-Akli et al. teach how to make the expression 
construct comprising HV-GHRH and PSc5-12 (Draghia-Akli et al., Example 2). 

Applicant provides no response regarding this rejection. As such, the 
rejection as it applies to this issue remains . 



Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

Claims 140-153 are newly rejected under 35 U.S.C. 112, first paragraph, 
as failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor(s), 
at the time the application was filed, had possession of the claimed invention. 
This is a new matter rejection . 

Claim 140 uses the phrase, "while said litter is free of exogenous nucleic 
acid sequences." The phrase indicates that during the period that the litter is not 
transgenic, they have improved weight gain and development; however, upon 
administration of exogenous nucleic acid sequence, the litter's weight gain and 
development stops. In a search of the specification, the specification does not 
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indicate that this aspect of the claimed method was envisioned at the time of 
filing. Claims 141-153 depend on claim 140 and are thus included in the 
rejection. It is noted that a suggested amendment is that the phrase, "while said 
litter is free of exogenous nucleic acid sequences," could be written as, "a 
method of improving weight gain and development in a mammalian litter that 
does not comprise exogenous nucleic acid sequences, wherein the method 
comprises...". 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 140-153 are newly rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

Claim 140 uses the phrase, "exogenous nucleic acid sequences 
comprising." The phrase is confusing because it appears to indicate that the 
subsequent text will indicate the characteristics of the exogenous nucleic acid. A 
suggested amendment to clarify the phrase is that the steps of the method is 
preceded with the phrase, "wherein the method comprises...". Claims 141-153 
depend on claim 140 and are thus included in the rejection. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 1 02 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

Claims 140, 143-153 are newly rejected under 35 U.S.C. 103(a) as being 
unpatentable over Schwartz et al., U.S. Patent No. 6,423,693 ('693), previously 
cited, in view of Aihara et al., 1998, Nature Biotechnology, 16: 867-870, 
previously cited, Kann et al. U.S. Patent 5,061,690 ('690) previously cited, 
Tsukamoto et al., 1995, Nature Genetics, 9: 243-248, Schwartz et al., US Patent 
6,551,996 ('996), Li et al., 1999, Nature Biotechnology, 17, 1999, see IDS filed 
May 25, 2005, Gilbert et al., 1997, Biochimica et Biophysica Acta, 1334: 9-14, 
Hui et al., US Patent 5,789,213, patented August 4, 1998, Nabel et al., US Patent 
5,910,488, patented June 8, 1999. 

As discussed above, given the teachings of Schwartz et al. ('693) and 
Aihara et al., an artisan would have arrived at a method of electroporating a 
GHRH expressing transgene construct into the muscle of an animal. With regard 
to injecting the construct into a pregnant mammal, '693 teaches that GHRH 
stimulates growth hormone (GH) expression and secretion and GH expression 
increases milk production in dairy cows and goats. To further support the 
concept that a relationship between GHRH and increased weight in offspring of 
pregnant mammals, Kann et al. was provided to show that GHRH protein 
administered to ewes resulted in heavier lambs. As such, given these teachings, 
an artisan would have arrived at the claimed method of electroporating pregnant 
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mice with a GHRH expression construct, wherein the method resulted in baby 
mice that exhibited improved weight gain and development. 

With regard to the teaching that the fetuses of the pregnant females 
injected with transgene construct being free of exogenous recombinant construct, 
Tsukamoto et al. provide guidance that naked DNA injected into pregnant mice 
resulted in fetuses that did not uptake any recombinant DNA. Claim limitations 
for SEQ ID NO. 8 were taught in US Patent 6,551 ,996 and an artisan would have 
used SEQ ID NO. 8 because the activity of SEQ ID NO. 8 was higher than wild 
type GHRH. With regard to use of the SPc5-12 promoter, Li et al. teach that the 
promoter expressed at high levels than an alpha-actin promoter and an artisan 
would have used SPc5-12 because it drove expression that was higher and for a 
longer duration than alpha-actin. With regard to the limitations of dosage and 
electroporation conditions, the art teaches that these conditions are routine 
optimization and design choice (see Nabel et al., Gilbert et al., Hui et al.). 

With regard to Applicant's arguments filed February 25, 2008, the 
Examiner has provided a response, above. 

It is noted that Applicant has cancelled claims 1 , 5-8, 10,12,13, 76, 80- 
83, 87, 88, 137-139. Because the claims have been cancelled, the rejection as it 
applies to these claims is withdrawn . 

Claims 140-153 are newly rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kann et al. U.S. Patent 5,061 ,690 ('690), previously cited, in 
view of Draghia-Akli et al., 1997, Nature Biotechnology, 1285-1289, see IDS, 
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filed May 25, 2005, Aihara et al., 1998, Nature Biotechnology, 16: 867-870, 
previously cited, Infoplease, Gestation, Incubation, and Longevity of Selected 
Animals [online], 2005 [retrieved on 2007-03-28]. Retrieved from the Internets 
URL: http://www.infoplease.com/ipa/A0004723.html>, pages 1-3, Tsukamoto et 
al., 1995, Nature Genetics, 9: 243-248, Schwartz et al., US Patent 6,551,996 
('996), Li et al., 1999, Nature Biotechnology, 17, 1999, see IDS filed May 25, 
2005, Gilbert et al., 1997, Biochimica et Biophysica Acta, 1334: 9-14, Hui et al., 
US Patent 5,789,213, patented August 4, 1998, Nabel et al., US Patent 
5,910,488, patented June 8, 1999. 

Kann et al. teach that pregnant ewes, administered hGRF protein, gave 
birth to lambs that were significantly heavier than lambs from untreated mothers 
and that the lambs from treated mothers had greater weight gain than lambs from 
untreated mothers (Kann et al, Table 1 , in particular see GRF2 and GRF1 ). 
Kann et al. teach that the "GRF2" condition was injection of hGRF from day 137 
of gestation to littering and that the "GRF1" condition was injection of hGRF from 
day 105 to day 1 15 of gestation. According to infoplease.com (see printout), the 
gestation period of sheep is 144-152 days. As such, the ewes that were used by 
Kann et al. were in their third trimester. It is noted that hGRF is also known as 
hGH releasing factor (Kann et al., col. 1, lines 63-68). 

While Kann et al. teach the treatment of pregnant ewes in their third 
trimester with hGRF protein, they do not teach administration of a nucleic acid 
expression construct comprising a nucleic acid sequence encoding GHRH. 
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Draghia-Akli et al. teach that an expression construct of pSK-GHRH was 
injected into the muscle of immunocompetent C57/BI6 mice. mRNA transcript 
from the construct was detected by PCR and elevated levels of growth hormone 
(GH) was detected in the injected mice for up to 21 days, post-injection (Draghia- 
Akli et al, page 1286, 2nd col. under "In vivo expression and activity of pSK- 
GHRH", Figure 2). 

While Draghia-Akli et al. teach injection of the pSK-GHRH construct into 
the muscle of mice, they do not teach electroporation. 

Aihara et al. teach that in vivo electroporation of a transgene construct 
provides an efficient approach for muscle-targeted gene expression (Aihara et 
al., page 869, Discussion). 

It would have been obvious for an ordinary artisan to substitute the 
injection of a nucleic acid expression construct comprising a nucleic acid 
sequence encoding GHRH taught by Draghia-Akli et al., with the injection of 
GHRH protein taught by Kann et al. because Draghia-Akli et al. teach that mice 
injected with pSK-GHRH expressed GHRH mRNA and that their serum levels of 
GH increased. With regard to using a step of electroporation with the method 
taught by Draghia-Akli et al., an artisan would have used electroporation because 
Aihara et al. teach that electroporation is an efficient method of providing gene 
expression in muscle tissue. As such, an artisan would have arrived at the 
claimed invention. 

With regard to the limitation in the claim that no exogenous nucleic acid 
sequences are in the litter that is born, Tsukamoto et al. teach that mouse 
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fetuses do not uptake any recombinant DNA when their mother is injected with 
naked DNA (Tsukamoto et al., page 243, 2 nd col., under "Gene transfer into 
fetuses"). 

With regard to the limitation that the pregnant female is about the 95th day 
of gestation (claims 141-142), it is noted that Kann et al. teach that ewes were 
treated on day 105, which is about 95 days of gestation. It is noted that 
according to the infoplease printout, that other animals that could be treated by 
the claimed method that would be in their third trimester around day 95 include 
pigs and goats. 

With regard to the limitation that SEQ ID NO. 8 be used (claims 143-144), 
US Patent 6,551 ,996 teach that SEQ ID NO. 1 is HV-GHRH ('996, col., 5, line 
39). When an expression construct comprising a nucleic acid sequence 
encoding HV-GHRH was injected into pigs, pigs that received the construct were 
37.8% heavier than placebo treated pigs. When an expression construct 
comprising a nucleic acid sequence encoding GHRH was injected into pigs, pigs 
were 21 .5% heavier than placebo controls ('996, Example 10). As such, because 
introduction of HV-GRHR into pigs results in more robust pigs, an artisan would 
have substituted GHRH taught in '693 with that of HV-GHRH. 

With regard to the limitation that the SPc5-12 promoter be used (claims 
145-146), Li et al. teach that the SPc5-12 promoter has a six-fold increased 
activity over the CMV promoter and a 10-fold greater activity that SK448. 
Following 2-4 weeks of intramuscular injection of plasmid, plasmids that 
comprised the SPc5-12 promoter had 3-4 higher activity than the skeletal alpha- 
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actin 448 (SK448) promoter and 6-8-fold higher activity than the CMV promoter 
(Li et al., page 244, 1st col., 2nd parag. under Discussion to 2nd col., 1st parag.). 
As such, because the SPc5-12 promoter expresses at higher levels and for a 
longer duration that the alpha-actin promoter used by '693 (see Example 2 of 
'693), an artisan would have substituted the alpha-actin promoter with that of 
SPC5-12. 

Because guidance is provided in the art for the substitution of GHRH and 
alpha-actin promoter with HV-GHRH and SPc5-12, the artisan would have 
arrived at the combination of the two in claim 147. 

With regard to the claims being drawn to amount of expression vector 
(claims 148-149) and electroporation conditions (claims 150-153), the amount 
and conditions are a matter of design choice and routine optimization. With 
regard to dosage of plasmid Nabel et al. teach that optimal dosage of plasmid is 
readily determined by using conventional empirical techniques (Nable et al., col., 
25, lines 38-39). With regard to the electrode being a six needle array, Gilbert et 
al. teach that there are different types of electrodes known at the time of filing. 
The electrodes can be parallel rectangular plates or two needles, or 6 needles 
arranged in a circle (Gilbert et al., page 9, 2 nd col., 1 st and 2 nd parags, see also 
Figure 1). As such, depending on the application, an artisan can decide what 
kind of electrode set-up is required for the electroporation. With regard to 
electroporation conditions, the number of pulses, voltage, and duration of pulses 
are a matter of routine optimization (see for example, Hui et al., US Patent 
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5,789,213, col. 1, under Background of the Invention, specifically, col. 1, lines 35- 
39, 62-65). 

Thus, the claims are obvious. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Joanne Hama, Ph.D. whose telephone 
number is 571 -272-291 1 . The examiner can normally be reached Monday 
through Thursday and alternate Fridays from 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Peter Paras, can be reached on 571-272-4517. The fax 
phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images 
that can be viewed in the Patent Application Information Retrieval system (PAIR) 
can now contact the USPTO's Patent Electronic Business Center (Patent EBC) 
for assistance. Representatives are available to answer your questions daily 
from 6 am to midnight (EST). The toll free number is (866) 217-9197. When 
calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the 
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specific nature of the problem. The Patent Electronic Business Center will notify 

applicants of the resolution of the problem within 5-7 business days. Applicants 

can also check PAIR to confirm that the problem has been corrected. The 

USPTO's Patent Electronic Business Center is a complete service center 

supporting all patent business on the Internet. The USPTO's PAIR system 

provides Internet-based access to patent application status and history 

information. It also enables applicants to view the scanned images of their own 

application file folder(s) as well as general patent information available to the 

public. For all other customer support, please call the USPTO Call Center (UCC) 

at 800-786-9199. 

/Joanne Hama, Ph.D./ 
Examiner, Art Unit 1632 



